The combination of stem cell transplantation and immunotherapy: future potential.
In summary, a number of new immunotherapeutic strategies are being developed to take advantage of the reduced tumor burden that occurs following induction chemotherapy and stem cell transplantation. Novel strategies to accelerate hematopoietic reconstitution have become accepted and/or are rapidly being implemented. These include the use of PBSC's as compared to BM stem cells. PBSC's appear to accelerate hematopoietic reconstitution, have a lower likelihood of occult tumor cell contamination and contain a greater number of T cells in the product which may allow an accelerated immunologic reconstitution post transplantation. Similarly, the concept of GVT is no longer viewed as an epiphenomenon but following allotransplantation is an objectively supported and clinically important phenomena. Further, post transplantation adjunct therapy with a variety of immunoaugmenting agents may induce an autologous GVT response. Additional benefits of PBSCT beyond those associated with the accelerated hematopoietic reconstitution and concomitant tumor reduction is the reduced expense of transplantation due to a shorter stay within the hospital. The isolation of stem cells (CD-34+) with or without ex vivo expansion to reduce the amount of stem cell product required is also an exciting new clinical strategy. This approach may also reduce the tumor cell contamination of the stem cell product, result in a more rapid hematologic reconstitution and reduce costs. However, it also has a potential down side due to a reduced infusion of mature and functional T cells. The comparison of PBSC to BM for transplantation of NHL suggests that the infusion of, or rapid reconstitution of, a functional immune system may have therapeutic benefit as discussed above. Thus, in addition to strategies based on the induction of an autologous GVT there is the need to develop/initiate clinic strategies to overcome the immunosuppression-anergy associated with stem cell transplantation, as well as, augment tumor specific T cell responses to "mop up" the residual tumor cells post transplantation. Clearly the clinical use of cytokines, especially in conjunction with PBSCT, has as a goal not only the reduction of morbidity and mortality associated with standard therapy but also dose intensification and scheduled compression so that increasing numbers of individuals may survive their current neoplasia. However, to date the use of the ex vivo expansion of stem and progenitor cells remains a largely unexplored clinical application for use in transplantation.(ABSTRACT TRUNCATED AT 400 WORDS)